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- Class | : sodium inhibitors

e la: Quinidine, Disopyramide

e Ib : Lidocaine, Mexiletine

 |c : Flecainide, Propafenone, Cibenzoline

- Class Il : beta-blockers

- Class Il : potassium blockers : Amiodarone, Sotalol

- Class IV : calcium inhibitors : Verapamil, Diltiazem
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Odds Ratio/Total mortality of patients
treated by quinidine /Control

RCT n

Boissel 212
Byrne-Quinn 92
Hartel 175
Hillestad 100

Lloyd 53
Sodermark 176

ALL STUDIES N = 808

O 1 2 3 4 5 6 7 8 9 10 11 12
Quinidine better Quinidine worse

Odds Ratio (Quinidine: Control) M @
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e LY 190417
e Clofilium

e Melperone

e MS 551

e Ambasilide

e Sematilide

e WAY 123,398

e E 4031

e MDL 11,939
e Risotilide

e Acecainide
e Terikalant
e Almokalant
e SB 237376

e Amiodarone
e DL Sotalol

e Tedisamil

e |butilide

e Dofetilide

e Azimilide

e Dronedarone
e Celivarone

e VVernakalant




1 518 pts
Class 111-1V

. EF <35% 3

Dofetilide in hospital Placebo
(n =762) (n =756)
F/U 18 months | r
311 pts 317 pts
Death
b £ L T (42%)
I 391 pts (26%0) {
TDP 25 pts 0 pts
(3.3%) (0%)
Conversion to SR Maintenance New onset
(1 month) (1 year) AF
Dofetilide 12% 80% 2%
Placebo 1% 45% . 7%
P value < 0.001 < 0.001 < (.001

Torp-Pederson NEJM 1999
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Primary end point : patients with
adjudicated first recurrence of AF / A flutter

EURIDIS ADONIS

Placebo Dronedarone 400 mg bid

DRONEDARONE




Vernakalant (RSD 1235):

. Class Il antiarrhythmic drug mainly acting on
Ikur (preferential effect on atrium), but also blocking

Na+ channels

. Effective for sinus rhythm restoration by IV
route, restores sinus rhythm in 52 % of patients
(median time 14 minutes)

Other drugs : AZD7009, AVEO0118, S9947/S20951,
NP142, Xen-D0101/2




= Antiarrhythmic agents :

= Na+ / H+ exchanger inhibitors : Cariporide, Zoniporide,
Eniporide, Sabiporide

= Na+ / Ca++ exchanger inhibitors : KB R7943
= Connexin modulators : AAP 10, GAP 485

= Stretch activated channel inhibitors : GsMx4 (tarantula
spider venom)

» Rate control drugs :

= Adenosine Al receptor agonists . Tecadenoson,
DT 1009

= If blockers : Ivabradine, YM 758




total mortality (all etiologies)
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“Rate” n: 2027,0 1926,78 1827,148 1329,210
“Rhythm” n: 2033,0 1932,80 1807,175 1316,257

AFFIRM

Atrial Fibrillation Follow-up Investigation of Rhythm Management

|
Time
4
(years)
774,275 236,306
780,314 255,352
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RACE : composite end point (cardiovascular mortality +
thromboembolic complications + bleeding + implantation of a

pacemaker + heart faillure + severe adverse events of
antiarrhythmic drugs)

Rate contral

Rhythm control
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Rate contral 256 222
Shythim control 266 2718

l. Van Gelder et al., N. Engl. J. Med, 2002; 347 : 1834-40 @
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in Sinus Rhythm
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Amiodarone vs. sotalol, P<0.001
Amiodaronevs. placebo, P<0.00]
Sotalol vs. placebo, P=0.001
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Maintenance of Sinus Rhythm

|
v v v v

No (or minimal) Coronary artery

Hypertension Heart failure

heart disease disease
1
\ 4
LVH
| No Yes I
| I
\ 4 \ 4 \ 4 \ 4
Amiodarone Catheter Amiodarone Catheter Catheter
Dofetilide ablation ablation ablation
\ 4 h 4 A 4
Amiodarone Catheter Catheter
Dofetilide ablation ablation

Figure 15. Antiarrhythmic drug therapy to maintain sinus rhythm in patients with recurrent paroxysmal or persistent atrial fibrillation.
Drugs are listed alphabetically and not in order of suggested use. The seriousness of heart disease proceeds from left to right, and selection of therapy in
patients with multiple conditions depends on the most serious condition present. LVH indicates left ventricular hypertrophy.

2P ;_’
ACC / AHA / ESC guidelines on AF, Eur. Heart J. 2006; 27 : 1979 - 2030 ==, ..~
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* Renin Angiotensin Aldosterone System blockers :

- Angiotensin Converting Enzyme Inhibitors

- Angiotensin |l Receptor Blockers

- Antialdosterone

e Statins, polyunsaturated fatty acids, steroids,
antioxidants...

—p Prevention of atrial fibrillation and / or
prevention of cardiovascular events in patients with atrial
fibrillation




Comparison: 02 Effect of ACE inhibitors

Outcorme: 01 Axrial Fibrillation
Treatment
i

or ARB based on indication
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Test for overall effect z=-313 p=0.002
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04 Post-Myocardial Infarction
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Healey J. et al., J. Am. Coll. Cardiol. 2005 ; 45 : 1832 - 9
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